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Claims 



A compound of formula (I) 



R4. 



N 



T >R10 



wherein 



(fc)m 



(I) 



10 



15 



20 



25 



R represents ^ halogen at 
Rj represents hydrogen 



or a C-|_4 alkyl group; 
C<|_4a!kyl group; 

R 2 represents hydrogen, a alkyl, C2-6 alkenyl.or a C3.7 cycloalkyl 
group; or R1 and R2 together with nitrogen and carbon atom to which they 
are attached respectively represent a 5-6 membered heterocyclic group; 
R3 represents a trifluorometnyl, a C1-4 alkyl, a C-|_4 alkoxy, a 
trifluoromethoxy or a halogen groi 

R4 represents hydrogen, a (CH2)qR7 or a (CH2)rCO(CH 2 )pR7 group; 
R5 represents hydrogen, aCi4 alkyl or a COR6 group; 
R6 represents hydrogen, hydroxy, amino, methylamino, dimethylamino a 5 
membered heteroaryl group containing^ to 3 heteroatoms selected from 
oxygen, sulphur and nitrogen or a\6 membered heteroaryl group 
containing 1 to 3 nitrogen atoms; 
R 7 represents hydrogen, hydroxy or NRs^g wherein Rs and R9 represent 
independently hydrogen or C1-4 alkyl optionally substituted by hydroxy, or 
by amino; 

R-jO represents hydrogen, a C1-4 alkyl I group. or 
R-IO together with R 2 represents a a C3.7 cycloalkyl group; 
m is zero or an integer from 1 to 3; n is zero or an integer from 1 to 3; both 
p and r are independently zero or an integer frorn 1 to 4; q is an integer 
from 1 to 4; provided that , when R1 and R 2 together with nitrogen and 



iOOS^Qfe 1 * * 050S02 

PCT/EP00/09722 

98 



carbon\ atom to which they are attached respectively represent a 5 to 6 
membeWd heterocyclic group, i) m is 1 or 2; if) when m is 1, R is not 
fluorine and iii) when m is 2, the two substituents R are not both fluorine, 
and pharmaceutical^ acceptable salts, and solvates thereof. 
5 \ 

2. AVompound as claimed in claim 1 wherein n is 2 and R3 is 
trifluoromethyk both at the 3 and 5 position . 

3. A compound as claimed in claim 1 or claim 2 wherein R is 
10 selected independently from halogen or a C1-4 alkyl group and m is 1 or 

2. \ 

4. A compound as qlaimed in any of claims 1 to 3 wherein m is 2, R is 
selected independently from halogen or methyl group at 2 or 4 position. 

15 \lf\ 

5. A compound a©Qt£imed in any of claims 1 to 4 wherein R5 is 
hydrogen or a methyl grwp. 

6. A compound as claimed in any of claims 1 to 5 wherein R-| is 
20 hydrogen or a methyl group. \ 

7. A compound as claimed in any of claims 1 to 6 wherein R4 is 
hydrogen, a (CH2)rCO(CH2)pR7 or CH2)qR7 group, wherein R7 
represents an amine , both p and V are independently zero or 1 ; q is 1 or 

25 2. \ 

8. A compound of formula (I) 3s claimed in any of claims 1 to 7, 
wherein R is selected independently^ from halogen or methyl, R3 is 
trifluoromethyl both at the 3 and 5 position, R-| is hydrogen or methyl, R2 

30 is hydrogen, methyl, 2-propenyl or a cyclopropyl group or together with R1 
is a 3,6-dihydro-2H-pyridin-1yl, a piperidin\l-yl or a pyrrolidin 1-yl group, 
RlO represents hydrogen, a methyl or k-|q together with R2 is a 
cyclopropyl group, R4 is hydrogen, an aminbacetyl or amino ethyl group 
and R5 is hydrogen or a methyl group. \ 
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9. \ A compound of formula (I) as claimed in any of claims 1 to 8, 
wherein R is selected independently from halogen or methyl and m is 2, 
R3 is\trifluoromethyl both at the 3 and 5 position, R1 and R2 are 
independently hydrogen or methyl, R4 is hydrogen and R5 is hydrogen. 



10. compound selected from: 

2-(4-fluoroJ2-methyl-phenyl)-pipera2ine-1-carboxylic acid (3,5-bis- 
trifluorometnyl-benzyl)-methyl-amide; 

2-(2-lsopropyJ-phenyl)-piperazine-1 -carboxylic acid (3,5-bis-trifluoromethyl- 
10 benzyl)-methyl-amide; 

2-(4-Fluoro-3-n\ethyl-phenyl)-piperazine-1 -carboxylic acid (3,5-bis- 
, trifluoromethyl-btenzyO-methyl-amide; 

2-(2,4-Difluoro-pnenyl)-piperazine-1 -carboxylic acid (3,5-bis- 

trifluoromethyl-benzyl)-methyl-amide; 
15 2-(4-fluoro-2-methyyDfhenyl)-piperazine-1 -carboxylic acid [1-(3,5-bis- 

trifluoromethyl-phen:fofethyl]-methyl-amide; 

2-(4-Fluoro-phenyl)-/ piperazine-1 -carboxylic acid (3,4-bis-trifluoromethyl- 
benzyl)-methyl-amide; 

2-Phenyl-piperazine-1 -carboxylic acid (3,5-bis-trifluoromethyl-benzyl)- 

20 methyl- amide; 

2-(2,4-dichloro-phenyl)-piperazine-1 -carboxylic acid (3,5-bistrifluoro 

methyl-benzyl)-methyl-amid< 

2-(3,4-dichloro-phenyl)-pipera^ine-1 -carboxylic acid (3,5-bistrifluoro 
methyl-benzyl)-methyl-amide; 
25 2-(4-Fluoro-2-methyl-phenyl)-3-iViethyl-piperazine-1 -carboxylic acid (3,5- 

bis-trifluoromethyl-benzyl)-methy|Jamide; 

2-(2-Methyl-4-Fluoro-phenyl)-6-Methyl- piperazine-1 -carboxylic acid (3,5- 
bis-trifluoromethyl-benzyl)-methyl-an\ide; 

2-(4-fluoro-2-methyl-phenyl)-piperaziiie-1 -carboxylic acid [1 -(3,5-bis- 

30 trifluoromethyl-phenyOethylJ-methyl-anTide; 

4-(2-Amino-acetyl)-2-(S)-(4-fluoro-2-metWl-phenyl)-piperazine-1- 

carboxylic acid (3,5-bis-trffluoromethyl-be\zyl)-methyl-amide ; 
2-(S>-(4-Fluoro-2-methyl-phenyl)-4-(piperidine-4-carbonyl)-piperazine-1- 

carboxylic acid (3.5-bis-trifluoromethyl-benzyJ)-methyl-amide; 



WO 01/25219 



IOOS99&4- -05080S 

PCT/EP00/09722 



100 



4-(2-Amino-ethyl)-2-(S)-(4-fluoro-2-methyl-phenyl)-piperazine-1-carboxylic 
acid (3„5-bis-trifluoromethyl-benzyl)-methyl-amide; 

2-(S)-(4VFIuoro-2-methyl-phenyl)-piperazine-1 -carboxylic acid [(1 -3,5-bis- 
trifluoromethyl-phenyl)-cyclopropyl]-methyl-amide; 
5 [2-(3,5-Bffe-trifluoromethyl-phenyl)-pyrrolidin-1-yl]-[2-(S)-(4-fIuoro-2- 
methyl-ph^nyl)-piperazin-1-yl]-methanone; 

[2-(3,5-Bis^fluoromethyl-phenyl)-3,6-dihydro-2H-pyridyn-1-yl]-[2-(SH4- 

fIuoro-2-metnVI-phenyl)-piperazin-1-yl]-methanone; 

2-(3,5-Bis-trifl^romethyl-phenyl)-piperidin-1-yl]-[2-(S)-(4-fluoro-2-methyl- 
1 0 phenyl)-piperazm-1 -yl]-methanone; 

2-(4-Fluoro-2-methyl-phenyl)-piperazine-1 -carboxylic acid [1-(3,5-bis- 
. trifIuoromethyl-pheynyl)-but-3-enyl]-methyl-amide; 

2-(4-Fluoro-2-methylvphenyl)-piperazine-1 -carboxylic acid [1 -(3,5-bis- 

trifluoromethyl-phenylV2-methyl-propyl]-methyl-amide; 
15 2-(4-Fluoro-2ririethyl-phertyl)-piperazine-1 -carboxylic acid [(3,5-bis- 

trifluoromethyl-phenyl)*^|opropyl-methyl]-methyl-amide; 

and enantiomers, pharrnaiceutically acceptable salts (e.g hydrochloride, 

methansulphonate, acetate\ and solvates thereof. 

20 11. 2-(S)-(4-Fluoro-2-methyl-phenyl)-4-(piperidine-4-carbonyl)- 

piperazine-1 carboxylic acid (3\5-bis-trifluoromethyl-benzyl)-methyl-amide 
hydrochloride. \ 

12.4-(2-Amino-acetyl)-2-(S)-(4-fluorOr2-methyl-phenyl)-piperazine-1- 
25 carboxylic acid (3,5-bisVifluoromethyl-benzyl)-methyl-amide 

hydrochloride. \ 

1 3. 2-(S)-(4-Fluoro-2-methyl-phenyl)-piperaVine-1 -carboxylic acid [1 -(R)- 
(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methyl\amide ethansulphonate. 

30 \ 

14. 2-(S)-(4-Fluoro-2-methyl-phenyl)-pipefazine-1 -carboxylic acid [1- 

(R)-(3,5-bis-trifluoromethyl-phenyl)-ethyl]-methy|Jamide acetate. 
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15A A compound as claimed in any of claims 1 to 14 for use in 
therapy. 

16. The use of a compound as claimed in any of claims 1 to 14 in the 
preparation of a medicament for use in the treatment of conditions 
mediated by tachykinins, including substance P and other neurokinins. 



17. A\ pharmaceutical composition comprising a compound as 
claimed in any of claims 1 to 14 in admixture with one or more 

1 0 physiologicallyvacceptable carriers or excipients. 

18. A method for the treatment of a mammal, including man, in 
particular in the treatment of conditions mediated by tachykinins, including 
substance P and\other neurokinins, comprising administration of an 

1 5 effective amount of aicompound claimed in of any claims 1 to 14. 

19. A process tAb for the preparation of a compound of formula (I) 
as claimed in claim/ 1 , ^herein R4 is hydrogen or a (CH2)qR7 group, 
provided that when R5 is *a C<|_4 alkyl or a COR6 group, R5 is not in the 3 

20 position of the piperazine rmg, which comprises reduction of a compound 
of formula (II), wherein R4 a \s hydrogen or a suitable nitrogen protecting 
group or R4 a is a (CH2)qR7 group or protecting derivatives thereof; or 



R 4 a. 



N 



1 r^OfT^ R3)n 
T \ Trio 



O \R2 



25 



(R)m 



(II) 



a process (B) for the preparation of a compound of formula (I) as claimed 
in claim 1, wherein R4 is hydrogen or a (CH 2 )rOD(CH2)pR7 group which 
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comprise^ the reaction of a compound of formula (VIII), wherein R4b 
represents^ nitrogen protecting group or R4b is (CH2)r CO(CH2)pR7 or a 
protecting group thereof with triphosgene and an organic base followed by 
addition of thiamine (V) 



.R5 



R 4 b, 



(R)m 
(VIM) 




(V) 



followed where necessary or desired by one or more of the following step: 
1 0 (i) removal of any protecting group; 

(ii) isolation of the compound as salt thereof; 

(iii) separation of a compound of formula (I) or derivative thereof into the 
enantiomers thereof. 



15 



20 



